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INTHF TI ATMS- 

Please amend the claims as follows: 

1 • A compound of general formula I , II 01 III, or a pharmaceutically acceptable salt 

thereof: 




Formula II Formula III 



wherein: 

A is -hydrogen, -(Ci-C 8 )alkyl or -(Ci-Cg)alkyl substituted by hydroxy; 

B is -(Ci-C 6 )alkylguanidino, -(Ci-C 6 )alkyl(4-imidazolyl), -(Ci-e 6 )alkylamino, 
p-aminophenylalkyl(Ci-C 6 )-, p-guanidinophenylalkyl(Ci-C 6 )- or 4-pyridinylalkyl(Ci-C6)-; 
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E is a s i ngle bond or -(C +=66 )alkylene; 

Z is -Ni b, -Nll-(C t=€ 6)alkylcarboxamide, -Nll-CC t^) 

-NII-&y c lo(C s=e ?)alkyl, -NH-2-(l -pipe ii dyl) e tlryl, -Nll-2-(l -py n olidyl)e t hyl, -Nll-2-(l - 
pyndyT)ethyl, -NH-2-(morpholino)ethyl, -movpholino, -pipctidyl, -OH, -(C t=€ 6)alkoxy, -0- 
fuucnzryTj 

12 3 

R , R and R are, independent of one another, -hydrogen, -arylcarbonylamino, 
-(Ci-C6)alkoyl amino, -(Ci-C6)alkylamino, -(Ci-C6)alkyloxy, -(Ci-C6)alkylaminocarbonyl, 
-carboxy, -OH, -benzoyl, -p-halogenobenzoyl, -methyl, -S-(2,4-dinitrophenyl), -S-(3-nitro-2- 
pyridinesulfenyl), -sulfonyl, -trifluoromethyl, -(Ci-C6)alkylaminocarbonylamino, -halo or 
-amino; and, 

R 4 and R 5 are, independent of one another, -hydrogen, -(Ci-C6)alkyl, -methyloxy, 
-nitro, -amino, -arylcarbonylamino, -(Ci-C6)alkoylamino, -(Ci-C6)alkylamino, -halo or -OH. 

Claims 2 - 4 (Cancelled) 

5. The compound according to claim 1 , or a pharmaceutically acceptable salt thereof, 
wherein A is hydrogen, CH 3 CH(OH)- or (CH 3 ) 2 CHCH 2 -. 

6. The compound according to claim 1, or a pharmaceutically acceptable salt thereof, 
wherein B is H2N-C(NH)-NH-CH 2 CH 2 CH2- or H 2 N-(CH 2 )4-. 



7. A compound according to claim 1 selected from the group consisting of: 

Cyclo(-Gly-(p-chloro)Phe-Tyr-D-Arg-) [1-1] (SEQ ID NO. 5); 
Cyclo(-Gly-(p-chloro)Phe-Tyr-(p-amino)Phe-) [1-2] (SEQ ID NO. 6); 
Cyclo(-Gly-(p-chloro)Phe-Tyr-(p-guanidino)Phe-) [1-3] (SEQ ID NO. 7); 
Cyclo(-Gly-(p-amino)Phe-Tyr-D-Arg-) [1-4] (SEQ ID NO. 8);_and, 
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Cyclo(-Thr-(p-chloro)Phe-Tyr-D-Arg-) [1-5] (SEQ ID NO. 9);. 

N-5 - guaiiidinopentanaiiiid c -(2S)-yl-2-N-(p - hydrox yph e n ylacctyl) phenylened i a mine | M-l ]; 

N-5-guanidinopen t anamide-(2S)-yU 
phe nyleriediamine [11-2]; 

N-5-guamdinopentanafm^^ 

N -5-guam di nop e ntaii a i ^ 
p henyle n ediaminc [11 - 4]; and ; 

N = 5=gtramtfi ^^ [111-1] 

8. A pharmaceutical composition comprising a compound according to claim 1, or a 
pharmaceutically acceptable salt thereof, in admixture with morphine. 

9. A pharmaceutical composition comprising a compound according to claim 7, or a 
pharmaceutical^ acceptable salt thereof, in admixture with morphine. 

10. A pharmaceutical composition comprising a compound according to claim 1, or a 
pharmaceutically acceptable salt thereof, in admixture with a pharmaceutical^ acceptable carrier, 
diluent or excipient. 

11. A pharmaceutical composition comprising a compound according to claim 7, or a 
pharmaceutically acceptable salt thereof, in admixture with a pharmaceutically acceptable carrier, 
diluent or excipient. 

12. A method of inhibiting induction of cyclooxygenase-2 (COX-2) in an animal 
comprising the step of administering to the animal an effective amount of a compound of general 
formula I, II or 111, or a pharmaceutically acceptable salt thereof: 
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Formula II Formula III 



wherein: 

A is -hydrogen, -(G-C8)alkyl or -(Ci-Cs)alkyl substituted by hydroxy; 

B is -(Ci-C6)alkylguanidino, -(Ci-C6)alkyl(4-imidazolyl), ~(Ci-C6)alkylamino, 
p-aminophenylalkyl(Ci-C6)-, p-guanidinophenylalkyl(Ci-C6)- or 4-pyridinylalkyl(Ci-C6)-; 

D is -(CO)-, -(CO)- fe ^)alkyl exi e or -(C t ^alkylc ne; 

E is a single bond or -(6 +=€6) alkyle ii e ; 

Z i s -Nfl k, -MT- (C i-e6)alky)carbo x ainid e , -N H-t e^ alkyl , -M I-(N-bc nzyl ), 

=Nff=cydofes=e ^yl , - N T I-2-( 1 -p ip e i idyl)c thy 1 ? -NII ~2~( 1 -py rroli d y l)eth yU - NH-2 -(l- 
pyri d yl )ethyl , -NT I-2-( nT o rp holino) e t hyl, - moipl i oli.no, -p ip e r idyl, -O H, -(C +^)a lkox y, ^ O- 
be nzyl or -O-h aloben zy l; 

R 1 , R 2 and R 3 are, independent of one another, -hydrogen, arylcarbonylamino, 
-(Ci-C6)alkoylamino, -(Ci-C6)alkylamino, -(Ci-C6)alkyloxy, -(Ci-C6)alkylaminocarbonyl, 
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-carboxy, -OH, benzoyl, -p-halogenobenzoyl, -methyl, -S-(2,4-dinitrophenyl), -S-(3-nitro-2- 
pyridinesulfenyl), -sulfonyl, -trifluoromethyl, -(Ci-C6)alkylaminocarbonylamino, -halo or 
-amino; and 

R 4 and R 5 are, independent of one another, -hydrogen, -(G-C6)alkyl, -methyloxy, 
-nitro, -amino, -arylcarbonylamino, -(Ci-C6)alkoylamino, -(Ci-C6)alkylamino, -halo or -OH. 

13. The method according to claim 12, wherein the compound is administered 
centrally or peripherally. 

14. A method of managing pain in an animal comprising the step of administering to 
the animal an effective amount of a compound of general formula I, II o r II I, or a 
pharmaceutical^ acceptable salt thereof: 




Formula II Formula III 
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wherein: 

A is hydrogen, -(Ci-C8)alkyl or -(Ci-Cs)alkyl substituted by hydroxy; 

B is ^Ci-C6)alkylguanidm^^ 
p-aminophenylalkyl(Ci-C6)-, p-guanidinophenylalkyl(G-C6)- or 4-pyridinylalkyl(Ci-C6)-; 

: D i s -(CO )-, -(C OHO ee jalkylcTO o r -(C^a l kyte n c; 

E is a single bond o r -(C p€ 6)alkylene; 

2 is -Nib , -NI I-( €t-€6)ai kylcar bo xa in ide , -NII-( C ^€ 6 )a lkyl, - NII-(N - be nz yl), 

-NII-c y elo ( C 5-e? ) alkyl ? -NI I-2-(l -pip e i idyl)e thy l, ^NIi-2- (l^yi TOlidyl)ethy1, -NII-2-(l- 
py r idyl ) ethyl, -NII-2-(morpho1ino)ethyl, -niorpholino, -piperidyl, -OH, -(C+ ^66 )alkox y , -O- 
be n z yl or - O-halobe nzyl; 

12 3 

R , R and R are, independent of one another, hydrogen, arylcarbonylamino, 
-(Ci-C6)alkoylamino, -(Ci-C6)alkylamino, -(Ci-C6)alkyloxy, -(G-C6)alkylaminocarbonyl, - 
carboxy, -OH, benzoyl, -p-halogenobenzoyl, -methyl, -S-(2,4-dinitrophenyl), -S-(3-nitro-2- 
pyridinesulfenyl), -sulfonyl, -trifluoromethyl, -(Ci-C6)alkylaminocarbonylamino, -halo or 
-amino;_amt 

R" and R" are, independent of one another, -hydrogen, -(Ci-C6)alkyl, -methyloxy, 
-nitro, -amino, -arylcarbonylamino, -(Ci-C6)alkoylamino, -(Ci-C6)alkylamino, -halo or -OH. 

15. The method according to claim 14, wherein the compound is administered 
centrally or peripherally. 

1 6. The method according to claim 1 5, wherein the compound is administered in 
conjunction with morphine. 

Claims 17 -18 (Cancelled) 
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